This Page Is Inserted by IFW Operations 
and is not a part of the Official Record 



BEST AVAILABLE IMAGES 

Defective images within this document are accurate representations of 
the original documents submitted by the applicant. 

Defects in the images may include (but are not limited to): 

• BLACK BORDERS 

• TEXT CUT OFF AT TOP, BOTTOM OR SIDES 

• FADED TEXT 

• ILLEGIBLE TEXT 

• SKEWED/SLANTED IMAGES 

• COLORED PHOTOS 

• BLACK OR VERY BLACK AND WHITE DARK PHOTOS 

• GRAY SCALE DOCUMENTS 

IMAGES ARE BEST AVAILABLE COPY. 

As rescanning documents will not correct images, 
please do not report the images to the 
Image Problem Mailbox. 



19/37, DE/3 (Item 3 from file: 351) 



010234653 WPI Acc No: 95-135910/18 

XRAM Acc No: C95-062214 

XRPX Acc No: N95-107178 
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Monoclonal antibody to growth factor receptor is prepd. by using 
soluble substance of human cancer cells as immunogen. Also claimed is 
the c-@erbB@- 2 monoclonal antibody which reacts specifically with c- 
@erbB@- 2- related protein and produced by a hybridoma formed by fusion 
of mammalian bone marrow cells with mammalian immunocyte immunised 
with culture supernatant liquor of human mastocarcinoma cell strain 
SK-BR-3. 

USE - The antibody reacts specifically with c-QerbBQ- 2 related 
protein and it is useful in diagnostics and as an anti-oncotic for 
therapy of adenocarcinoma partic. mastocarcinoma (claimed). 
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(2) 

1 

*a-7-Mt#©sai££8. 

c-erbB-2 KggaKfc#MWK:KiS-rs 
ft®£T5$ic-e r bB-2 ; Ey^D-±;l'Jx«:. 
[»M3] M^'JH--7GFD-OA-pl8 5- 10 

i mxmm&mi 22 0 6t) -?hz>m$m2um<r> 

[0 0 0 1] 

c-erbB-2 W»geftfc*fT / * 
□-:r-)M5i#©S?£#i£R»&/ * n-:J-/Utt#lcH 

[0 0 0 2] 

[ft*©t**B] jsae^gfett. sa*55oas»&n 

#a^n^>*^— *o3ft» i&ifflli&JfcftH?- (e p 
Idermal growth factor, EG 
F) £KEGF©§£# (l/-fe^-) tBS<K-rS®e 

bB- 2Jt£T [Yamamoto, T. , et. a 40 
1 . , Nature, 3 1 9 , 230-234 (198 
6) ] OftS£?£*-CfcSp 1 8 5Sfi?l& 8*© 

K»3IjWB» &*IT* D . tt£MK>f'lcMHK0 c - e 

r bB-2«e?©ig*i^gae)6nT^S. *fc, £© 

c - e r b b - 2xe?®4MRa&#, 

[S 1 anion, D. J. , et a 1. , S c 1 
enc e, 2 3 5, 1 7 7-1 82 (1 987)]. 
[0 0 0 3] c-erbB-2Igfll, -kyrtZlZ*. 50 



#H¥7-5 9 5 8 8 

0 EGF W-fe7*-»£Tig<H©*iI£8^«£?i 
l/TSSJLSn [S emb a, K. , e t a 1 . , P r 
oc. Natl. Acad. Sc 1. U. S. A. , 8. 
2, 6497-6501 (198 5)]. N**®^? 

■f-)v^-f\i\zm<mim\ t ^>\tu. 2^©->x 

?-f>fc*M?««#*D, SfcEGFlHr^-t© 

A H * -f MiS8J©*7— K H * -f > t C5|dB©«W H 
><!:«fc9fc9. ttfft£73y8£ftlC&»T. EG 
F V"fc 7* -©*:*— t? W>t82 XO>AV)ffi^tt 
<£7Kf. (&fttffiHtt£*3 2X£ J t> J ?MS^#. C*S8 
»<©*^— ««tt«HPfcWfi#*6n* 3®©?D 

TV>*. *&♦ c - e r b B - 2Sfic?l*>7-'f >/t— ^ 
^OftStLfc^y h©3BB!Mg : y : n e u [Bargman 
n, C. I., et a 1 . , Nature, 3 19 , 
226-230 (1 98 6)] ittRffeJUBK, K5y 
Hccfctt-S n e u 1 1 h CiJttS c-erbB-2fc 

c-erbB-2 tiSr^fiflt 18 5 k d©±£3©4t& 
«ft^>/?^KtbT*fflan» 75/&©-&Blj§a> 
6*«Snfc#^l 4 0 kd*D#ttO**V»i:i*» 

*«©tt#u&*>/x*irc**yi«snfc [a 

kiyama, T. , et a 1 . , Science, 
2 3 2, 1 644-1 646 ( 1 9 8 6) ] . -tl/t. 

[0 0 0 4] c-e r bB-2©^&£f£&tt (r-^> 

7>^7*-AW IUgffiEMmic%:£-o©X 

8ft3n«%®T&*C&#*9i&J<!»£&D [Bargm 
ann, C. I., et. a 1. , Cell, 4 5 , 6 
4 9-6 5 7 (1 9 86)], Z,OZ.£frt> c-erb 
B-2K*Vvrfc. *}J&f3 6 5 9#B©7Sy&*<A' 

u z:n«^^s>tticxii3«« 

ineuafirPtHttfc. N I H3T3«ftfc*frr*h 

Fiore, P. P., et a 1. , Scienc 
e, 2 3 7 , 178-182 (198 7)]. C 

-e r bB-2tt*0K^h?>^7*-A«««ff"r 

^Jlt^TlT^. iine.©h9>X7*-A«g*?l#L 
fc^Tftt, H*fnt>c-e r bB-2^>/ti7g©5 1 n 
5'>U>«ft«tt38«±#LT*D [Segatto, 
O. , et a 1 . , Mol. Cell. Biol., 
8.. 5570-5574 (198 8)]. c-erbB 
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(3) 

3 

Astro**. 

[0 0 0 5] V>£-0©?£ttft;£LTte. ite?©^ 
*^^.e>n*. ^Oj^fcO^TB, SV4 0^D ; E-^ 
-fc-pfcWgc-e r bB-2{J, NIH3T3Sf«7 
>X7*-ATS?S&£Rf&&V^ NIH3T3» 
tp-C£A£ttfcSV4 O^Dt-^-OfTc-e rbB 

- 2 fce^ ©Jt«£iB;i u -£©5g3ia*±#f £ £N I 10 
H3T3ffllSrau h^^^^-Al/ifc^SSrS-rj:^ 
Z.<DZ.tfr*>. c -e r bB- 2©&V*383i 

tt, ^ttOfflaa©g#«JBfc&m*fcT£#*-sn£ 

[D i - F i o r e. P. P. , e t a 1 . , S c 1 
ence, 2 3 7, 1 78-182 (1987)]. 
[0 0 0 6] c-erbB-2 0thjSSt^t5jie : ? 

^•5 [Yokota, J. , et al. , Lance 
t_L 7 6 5- 7 6 7 (1 9 8 5) ] . 9LffiCOV»T 4? 
tt. k hAX&ILff A£©ttSMBC. c-erbB- 
2©«fi*llMia»B»Sh*J:£ [King, C. 
R. ,et al. , Science, 2 2 9. 9 7 4 
-9 7 6 (1 9 8 5) ;Yamamoto, T. , et 
a 1. , Nature, 3 1 9, 2 30-234 (19 
8 6)] t, B*?ttftBIMfeStt©l&<r4ft©-:?'7 

j&sctt^iftox, atts-eicBfiryflMBiWK© 

fc. ^#*B*fc*WTBff2 OXttft 
©tH^T, c-e r bB-2Be7©i|NftfA&*U * 30 

©£<»?«*<*»*. G»«tj&sn««. «ttg©ies 

V*£iA*a3£3nTV*;& [Slamon, D. J. , e 
t al., Science, 2 3 5, 1 7 7-1 8 2 
(198 7) ;Kraus,M. H. , et al., 
EMBO J. , _6_> 605-610 (1987) ; Z 
bou, D. ,et al., Cancer Re 
s. , 4_7, 6123-6125 (1 98 7) ;Vij 
e r, M. , e t a 1. , Mo 1. Cell. Bio 
1. , 7j_20 1 9-2023 (198 7) ;Guer 
in, M. , e t al.,OncogeneRe 40 
s. , 3, 2 1 - 3 1 (1 9 8 8) ;Ali, I. 
U. ,et al. , Gene Res. , 3j_ 13 9 
-146 (1 98 8) ;Ta 1, M. , et al., 
Cancer Res., ^8_, 1517-1520 

(1 9 8 8)]. *n\z&\,*Tmm*>-t>^WM<Dm 

8&#frStttBbfcDNA&fflV>T, ZOy b • 7ay 
hSTCc-e r bB-2®£T©Jif@£&g*U 1 0# 

flfrofc [Tsuda, H. ,et al. , Cane 50 



^¥7-5 9 5 8 8 

4 

e r Re s. , 4_9, 3104-3108 (198 
9) ] . 

[0007] £JU© <k5fc i ffa© , PTi!f¥Ttt, c-e 
r b B - 2 9 ^rt^K&tft^SMPPey V u-j-)i>&i 

[Masuko, T. , etal. , Jpn. J. Ca 
n c e r Res., 8_0_, 10-14 (198 
9) ;Yamada, Y. , et al., Jpn. 
J. Cancer Res., 8_0, 1192-119 

8 (1 9 8 9)]. c-e r b B - 2 fflk&?m®*U 
%k?Z>m#tVXh. 0JAtfc-e rbB-2«^f© 
C*«1g«£&!!8TS#U*n-*Ml#. pAbl 

(T4 8 8 1) [HJ h>A-f^<X>XttK (Tr 
iton Bioscience Inc. ; A 1 am 
eda, CA) ] ■£ P*-f>«HSH-*#U 

9 a— :J\)Hft#Ab-i Dt>:3$?->1M x>xttS 
(Oncogene Science Inc. :Ma 

nhasset, NY) ] 4>, c - e r bB - 2 ©SB® 
HH^-f^SWWat/fn-tAttft. SV2-6 
1 t fc^WfflsMrtfcB (N 1 t 1 r a 1 Co. : 
Tokyo, J a p an) ] 6*1X^5. 
[0008] 

[&W&ftb<fc5£TS^&;&] #IS9J©@«irau B 
8. #ica«S©^»f£?&!Rtc^^T, £n£Wi4©8^ 
vmwtvM-r*- (&*«©«se?) sbb-t** 
y * n-*/i4lMHfctf*©»B^*»JW"* z\t\z& 

[0 0 0 9] tMUt«M»SK-BR 

»©ttB«Bfc©K£KJ:D»J8Stt*:/vr7U F-T 
lcJ:DX^Sn. c-erbB-2Kiae»fc#SW 
KSirrsSU-e rbB-2 ; Ey^D-t^MS 

[0 0 10] *lc*Ltt®IMffil&tf 

[0 0 11] *&9J*&I*, ±EB»*»&IHfflfrt*B 
fcfc*gm, thBBB©i?»ftB*^te«»BibTJ8H 
*lg£fctt. BWfTftfllBHTl'-fe^-ftBBtt"* 
*y 9 D-^tft#««WfiT«f »C t«JWH*rt*fc. 

t haBBfiHrc** s k - b r - 3ifflBaa> £±b2#*£ 

fcfite T*xc-erbB-2 ; E/^ D— *f\,W&&% 
lOftSft b. H £ fc*B91 ife^-T 5 ICMo fc. 
[0 0 12] 

[WB*«HW*&»©*§a *%w\z£n\i. t hss 

BB©T5«Mb*€ftaafUK t LTffl V>« £ £ ft»« tf 
SJiJitBT Hr - « * y * a -:*-;Ht#©* 
iim RtffchA«MB«SK-BR-3Tft«bfc 
*SL»B©ftfflBBtHlA»*©»BBBt©B^fc* 

D»«Snft/W^'J H-7t±0i*aftc-e r b 
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(4) 

5 

b - 2 §3agaRfc#&wicE£-rs z. tmmt-rz 

gtc - e r b B - 2 £ a-^$t##i|&$ns. 
[0 0 13] *fc*89Hc.i:ntf, /vf F— T#*G 
FD-OA-P18 5-1 (l&IWM^ 1 2 2 0 6 
m T?3bS±S$t c-erbB-2 ; E;i' n-:f;MK# 

[0 0 14] *%mttm$. c-e rbB-2B8»S6 

[0 0 15] ttT, #&$©*/ *D-:r;i,jfif*:©§Jjg 

[0 0 16] #8Wia#©K&tt. ±f2©SDbHgiHli 
JS© £ fc&taMi: UTffl V>5 Z. t. *<&m<D&# 

tnm\zvxmmx^. z.n\z^-oxmmm^p^zf^ 

(epidermal growth factor 20 
receptor; EGFR) , >X U ^SffogH^ 
Wf9- (IGFR), lfa/jN«S*fifefiH^H:^ 
— (platelet-derived growth 
factorreceptor) , nan— fUfiStH^ 
W-fe^- (CSFR) ^a<&^3*u>. 

[0 0 17] *^gtc -e r bB-2 ; ty^D-^-;W 

&«>©-#©&$& (fmmm tbm t f^mm 

SiHAtt. SK-BR-3TO«tDaSCD^j*tC^. 

W*tfig*±f»«ffi^©^ffifci!J&fcbT||ii-c£ 
5. £iITffl^5ft*SK-BR-3flM&ra:&$l!T<fc 

3> (AT CO KfFffcSnTHS [Havel. R. 
J., et a 1. , J. Clin. Invest., 
34 , 1345-135 3 (195 5) ^#R8] . 
[0 0 18] ±ESK-BR-3«tt©?BM?»*ft« 

HITS I 5 [WAttH a n f 1 a n d, 40 

P. , Chem. Phys. Lipids, 1 5 , 1 0 
5 (197 5) ;Hanf land, P. , Chem. 
Phys. Lipids, J_0, 2 0 1 (1 9 7 6) ; 
Koscielak, J. , Eur. J. Bioche 
m. , _3_7, 2 14 (1 9 7 8) ^#88] . 

[0019] tkhwa* iOAftWicrau mx\i±.mn 
&W)Vwmnmmmmm tummm tomsmm (h 

yb r i doma) SlfosfeU ZltUfcOc-e rbB- 



*S§B¥7-5 9 5 8 8 

5 

©^im^-SVittT^Xfi*©^®©*)©^©^* 
4 >A$B;b 9 A^C<fc -57 -x-T 9 O "7 F ^9 7 

[0020] ±f9t^B©^c&viTftgstia. m 

[0 0 2 1] ±e£*V>-OiJ<r>&*l«&#&L-'U£. S 

«ttB©ff*fcSD»aanTv»*K5hf©^« , bK 

«^©seH^j£<ffiffiT€rs. 
a«i!Ki©jui«7^^'5 >m, ass^d^u >s. 

<fc9»£n$nfc36S (7X*»J-Xi*tm #&P36 
1-6 1 3 5 0#2tffi) ^©Bri>. #U-U5?>> #Uf 

[0022] ftjtu^tatbTB, a*©*Mc©(p* 

ti7 5 /S£7S «*«^y* 
^ir— ;k ■7D>v7;W5 i t F, ^^-^JP^fc: 
F\ 7,V=sy7)\,=T\LY. yy^T^k^fflMS 

MX.KN, N' -o-7xZl/>^W5 
F, N, N' -m-7i-k>y7HSH§©yVl/ 
-fSFfl:**. 7S.;&ktt-)V&t&%k®%e!21t 

N-t HD*->X^-»-fS HXXxJl'S. 75 /fit 

*;v#+v;v»t&75 F«#***a«©^?His 

75;*M^5H« l-X^-S-v-fV^nbT 
;W75/jt;)V3Pt Fo+>'X^-»-f 5 FixfMtt 
U> 75/St*^+->S<*:S75F^Sli:^a« 
©v?-f 5 H««©R*«r^»««4k»f * - t3»»T?e*. 
H(Cp->?7y-^A7xr:;VRK^©> 7 7^x>>A7 

u -^*;p#>»«ta#©^^ H*^»«s*tt 

[0023] ftmi.. wAtf^-^sfifctDBie'rn 



—626— 



7 

«. h%t%wm*^mm&.ttvymmwL (pb 

S) ^Sfcig^Tj^&SaucfcSiU ^fSfciO 
a#©7^:iA>h£#fflLT, «a»«iitr2~i4 0 
«fc&Hl!S:-£U W8.**m.im 100~500/igA 
?xga^cfcS±5fcLT^T5©#jiF£l^. 

mmzmm?z<Di>w£.v\,\ z\zxf&mMtvx& 
mznzmmft. mz-iitmytsiLffi (fcs) ^*sts 
m%<o%mm%m, A^«(c»5%Fcs^inRPMi 

- 1 6 4 0 %MmzT%m&. 10-10 OfgtCiRfilL 
>F&S^tt77A£JB^5©#®MST<&.5. 

[0024] Aim%&m®ti!AGt<nz>m><DW®®£ 

«*©■&©. Mitfp3/X6 3-Ag8 (X6 3) 
[Nature, 25 6, 495-497 (1 9 7 
5)], p3/X63-Ag8. Ul (P3U1) [C 
urrent Topics In Mi crobio 
logy and Immunology, 8 1 , 1 
-7 (1 9 7 8)], P3/NS I - 1 -Ag4- 1 
(NS-1) [Eur. J. Immuno 1. , 6, 5 
1 1-5 1 9 (1 9 76) ] , Sp2/0-Agl4 
(Sp2/0) [Nature, 27 6, 269-27 
0 (1 9 78) ] , FO [J. Immuno 1. Me 
t h. , 3_5. 1 -2 1 (1 9 8 0)] m+5<y b\Z& 
lt5 2 10. RCY3. Agl. 2. 3. (Y3) [N 
a t u r e, 2 7 7, 1 3 1 (1 9 7 9)] 3?©#§iB 

[0 0 2 5] ±iift&mmtmnmmmMmt?>f&£R 
mt, &$o©7m tfj^ui-r-ovx^-f >s (mi is 

t e i n) ©^S [Me thod in Enzymo 
logy, 7_3, 3 (19 8 1)] mzmVT fitz5Z 
«k9*ttWfCtt±!2Bt£E£tt> B#©It 
&&mm, fll^tftfUig^^Urj-* (peg) . 
■k>y-1 V-i )17> (HVJ) ^©£F3ETfc> m%<ot&i& 

*>x$mt£ti> %mz\m\zM&%i&$:msb5rctb\zi? 

jw?*^ Y^o)mffl*&m\zfevxmxtz> 
z.thxzz>. sfc, m^a&s (m^gt^) \z£.z>ism 

mmtommmt. afg©#&t^b9&<, mx\m 
m&wmmzn\sx*&mi&&m 1 ~ 1 omnmm^ 

mmmmomm\zmnmm^n^m<D^<D. wziiR 

PMI - 1 6 4 0Si. MEMigift, ^(DmZOmfflB 

mmz-fBL\zmm-znz : b<D&m7KX2. a^cnse 
m**mvzihm (fcs) mo^mmwi^m^xi5<(n 

s&, ±B»«i«i*e«fc<fi&u ^ib3 7x:mmzmm. 

bfcP E G®m, M 1000~6000 



5) &M¥7-59 5 88 

8 

gg©fc©£, a#«ifit*>J3 0~6 0w/v%©SS 
xmx.XMM'£;i£Z>z\t\z£r)fttit>nz>. 3SS 

[0 0 2 6] #5n50fg«/Vf F--?©#fttt, 
S^©SgiJ«ifi, 0<l;ltfHATigJfi (t#*-9->5 1 >, 

fc<toff&t>ns„ SHATtg^Tco^ia, awt-r 

[0 0 2 7] a«jffi&«£«c©&Sit«. «!^«EL i s 
AS [Engvall, E. , Meth. Enz ymo 
1 . , 7_0 , 419-439 (198 0)], 

***n-- (Ouch 
t e r 1 o n y) 7-WA/7yt-f (R I A) 

20 mm<D-mzinft<D&mzm*t>nx^z>m*(DJi& 

ttR&D^7->y|gff, SS3 0-5 3H, 83105 7^ 
3J!5B#R8) Kft^JSTSIlttfT^, 

[002 8] *<US5n5c-e rbB-2M3S 

-f^'JH-v«, ffl?ir©lgife-?Slttfc*T£ 

ztcWifr&m*x$fflm-rzz£&xgz. ±b 
;w^u F-va>&©#89j*y£n-^;v#t#:©«Bi 

#s*j*dwan5. ftr#©#stt, ii5*6«©iii#£ 
mutv^. £fc_kg©^£<LT»e>n*#i#ra, M 

[0 0 2 9] *&w&mt* z.n*mm\sx. Ai^tfSi 

gEttl^S, W?V>f : 77'<— ^©a^© 

40 ^airiO, c-erbB-2HIieS^ffiHI^S 

[0 0 3 0] *^W$i#©fiJfflKJ;ntf, *fc#<P 
©c-erbB-2«iia«S, fcgERj£K:«k 0#H 

i a) . mmft&mfem (elisa) . fe&tt&ffi, 

50 — tyru-x*t<D&mz*%wtfifc&1& / &2-&z>fr* 



—627— 



9 

%Wtt#&RfoZitZfr. X«±©?g2la#£it«#-;> 

mz.if*j®{tLitmmz* 2 p. 3 5 s, 
* * * i ftg-ciraufct*. zn&*mwitiftt&fois 

tt, «44MML S«tt®«jSWAU (Laemml 

1) & £©lg«&ic®»$-a-fc&, £©E«»»«fcW 
*tf, i ioic*©i8aTR«3it. *U7^u^rs 

®j (SDS-PAGE) £fTfc5£tfc:,}:0, *389i© 
ft#:t#MWCE«-r5 c-erbB-2 M»ga«© 

[0 0 3 1] ±E«tettfc*V»T»#ibTli, 

[0032] *nnttttomMMt&i/Ttt. 
•tf, & -u? 9 hi/?— «*©#«©»**. 3 2 p, 

[ 3 5 S] '✓Xf'fX 1 2 5 I. 1 3 ' I. h'Jf^ 

tE*.tt«klr» [Nature, 1 9 4, 4 9 5 (1 9 6 

2) : Ac t a, Endocrinol. Supp 
1. , 1 6 8, 2 0 6 (1 9 7 2)]. 

[0033] TOWbttroa. fug^&ttxtt*£9!!it 

■fe7TT7?X, t7rn-x. /flUX^X at 
;Hfnjvx-x^-vW>K*S^ 73/&#fi 

7)i*)v%,m* &t&Hm\z£z>&fru£m wiiumt 
h^^ffl^s) . ug iK«nr«fc5a#^j*^©^ 

; #5Xli-;*$©#?ltt#5X£iI#£U 

ff*b<tt4~4 O'CeSrofiS'??. &l$[$~2 4B#K 

[0 0 3 4] *<LT. *«Wtt*Sflavmtf, ffiffi 
BttftlC. &#*© c-erbB-2 g|jggSH£ 



(6) !fSS!¥7-5 9 5 8 8 

i0 

[0 0 3 5] A^^*%M*iftSfiJfflbifcttS3ga6«fc 

[0 0 3 6] *56?9St^©t hSMBttl^rrsilUBU* 
StUfclCkntf. *58lHJft#ttSK-RB-3*B^A 

- 4 3 1 mmztt?z>mmm%mm?z> n tim& 
ut*»t?*d. *56^fc«tn«t hst;^©*s©i«a 

[0 0 3 7] *3S91Sili&aitt, ±B*y*D-:*- < M« 

«ffl$n-5&ffi©fe©. wz-ttftmm. m&m. 

a, ;itta*te«^&j£#©«$fi£$*«K:^rr* 
Tt>j:v»a«. Mm. mm. 9L»«©sitimMB£ 

&#©^lc£Qflctt&&LftSttJia©*tt*fetto 

t?**. ±B^"fn©»«*>*ttKav>p*-e**. * 
fc**«©«wtt. *©**fc*UTaiiifc»WH&. 

«Atfffi»»»l6©»WTttlM!lrt, ttrtft. AT, A 

50 ft, KKftS-^sn. s8M©sjaittS07iM&i§& 

[0 0 3 8] *56^fe!8»J©ig#*ttK^J©S^7j 

& stem mrnrnm. m&&m*f\z&vxma&& 
am&m o. ooooi~8o fisxe&^f sn* t> 

©fc"r*©*».k<» £©K3Jtt-Hj£A-A3»)«SjO. 

o i wg~i omgsa©$8HT]iffl$n5©*w*u 

v». 3j»<bT*»W»«tt!©!9:*lcAn»«. zin^sft 
#snfc*#©#rtfc*v>T«!»iwr©im«wt# 
40 ivsi^n. *><-uruffl[©»aB»*«»*an«. 

[00 39] 

[569!©#l*] *^M(C<tn«, it»H^Hr^*-K 

»f -5 * / ^ n -±)Vm#<Dm&J3 tit. Ml^lCjR c - e 

*©*i^Rrfifeittftwi«sn-5. 

[0040] 

[0 0 4 1] 
50 [&ttfll] 
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(7) 

li 

7 jr-i^'lDl?*-' 3Ul?i'3> (AT 
CO £0A^Lfcbhaffi«lfcflcSK-BR-3 (3r 
f6#^ATCC HTB3 0) £, 5 KiSJPFfiHtF C S 
(^-'J >#- • V>/Vf AtfcS) i^v-U > ( 1 0 
0¥(4/ml) R^XhU'^hV-f ^> (2 0 0mg/ 
ml) ££iH;L£RPMI -1 6 4 0%% (BzKKUtt 
S) Tf. 2 2 5 cm 2 7 5 X^y 9 

5 * C O 2 ffcfrTfciSS bfc. i0 

[0042] ±mmmi>mm&tztfi&v%.m, myv 

-©Jg«i8n?ifeV>. -^Oft. 5 0 m lKJn*. 

fc. 3 7^7 2I^RB-f>+^-bU&^, 

«&®ttsi«k iw&c!>»rM-*i*v»fcSfc. a&nfc**? 

>J-©i&Jft2 0 0m 1 ££8B^-Y77D-YM- 1 OK 
(ffiiftfc : M. rty h*7mi 0 0 0: 75a>*fcK) 
S:»irlxfc^77n---t:^- ^-fy8 20 0 (75 
n>n-#ftt0 £fflv>T, g^tfXKTiraEEbT, ig 
«±«£2 0f&t8 0(gt ICJStS Ufc. »18ttfi. 0. 
2 2Aim3»j3p77^;U^-TiS3aU» -8 CCT&ifS # 

[0 0 4 3] @ ft#St/W^U H-T©Wfit-Jfc 

±B<DTMaE 1/feSK-BR- 3 ffll®© 2 0 (§S*SJ§« 
*1.0 0<il*. HS©7n-f>F^7v ? iA>Ht 
aiOBa 1 b/c&V^X (6 9tt. 0*?^- 

&. Htt0Pwe2B. 3aiB*€rcH*K:i/ 

Tfianft^U **»5©7B*fc»CSK-BR-3 
IffllS© 8 0 ffiftttJggtt 2 0 0 it 1 «Plttlc£ftl&£b 50 

[0 0 4 4] «*£&&© 3 Bftfc, MlfcYfXil) 

TV-Ola^ >£©#& [Mi 1 s t e i n , C. e 
tal. , Nature, 2 5 6 , 4 9 5-497 (1 
9 7 5)] ftttALfc^fcioTlBBltefcKTcWi 

bps. *r ±Ei»aHiia* 3 7t:tcjpMUfc 

RPMI-1 6 4 0JgjST3®i*i£U E«KHfi#©& 
ftcfrST^XttSIIBaHteP 3/x 6 3 - A g 8 U 1 

[Yel ton, D. E. , et a 1 . , Cu r r. 40 
Top. Microbiol. I mmu n o 1 . , 8_ 

1_. 1-7 (1 9 7 8) ] hfc&VTc. ft. COVW 
#ffilB8BJStt. 1 0 XJBWStMffFhMI (C B S : A 

16 4 Ogift^Tl 0 0 mmtm%%m (3-">^tt 
8) ±T3 7"CT. 5%C0 2 TT4NILTffl^. ± 
!2li$aHliai:#gl)18BtetSaBli&ISJfcl 0 : lfcfcS<fc5 

£2 0 0 Xg7*5&lffi&t>&. ±»*;W*y-A'K'«y 



#W¥7-5 9 5 8 8 

[0 0 4 5] *tr#'JX9 1 l/>^U3-)P40 0 0 (;* 
Jl^tfcS. £TF rpEGj tBSUJfS) 2mlSllIli 

viT3 7"Cfc«iaufc^ptejeniiffif (fcs) 

RPMI - 1 6 4 Ofgiftlml £<$r>< lftMftfr 

naiu HfcHME4mi*a*.T4»n»*i/fc. * 

V>T, 3 7 < C(C«fibfcl 5%FCS, 2 0 0mg/m 
16SKXM/7"hV-fvX 10 0U/M=->'J>. 
5 4mg/iy>n'f-»&^lml tr;i^-h££ 

#T-5RPMI -1 64 0 (filTJin^tRPMI- 
1 6 4 OJ&flStVvS) 8ml S2~3^1)6HtTttAfc 

«. 2 o o x gT5»nao»iii/fc. ±«&K5iiii5* 

U 3 7'CI:«Il/fc^RPM I - 1 6 4 OfcJfiffi 
fc, MMl x 1 0 6 m/ra 1 tfcS.fcS fc&SS-B: 
fc. #CiC, £©!K«i££9 6'5x;K7>-h (n-X* 
-tfc» ©&£xJHC0. lmlfo^U 37t, 
5%C0 2 . 1 0 0%SS©^>^a^-^-rtTSS 
Lit. 2 4Wfe 5mMk#W>fX 20^17 

MJ-XSJD S^tflOXFCS^iRPMI- 
1 64 0@i (fiAT^nS: THAT^ifej © 
0. lm l-f~D$:&VxMzmtoLtz. JKft. ±»S2 
BBRtf3 BBlc*n-?no. lmir^SHIU *b 
UHATttttO. lmir-3£tt*.T«efi&l/fc. •*© 
ft, ±GS0Stt&2~3B«#lCfTftofc. 2SKBIC 
HSIC-k1lt«ft9IU 5mMk^if>^>R.rX8 0 0 
W 1^3^>£"&trS££RPMI-16 40i8& (EAT 
JltlS THTS^J £V>5) &ft» 

mi — 16 4 o ifc. 

[0046] ±«38fl££J:«||IBltte& 10-140 

mr3n=-39»wBT««an*J:5Cftofc. ansa** 

9 6 9x/k?l'~h©&n8l©l/'4e£ft&l*J:0. 
ftfttlUlt t l/Tffl S K - B R - 3 mf&<OV£!ft®%fc 
mtLT. Mtftftft (EL IS AS) fCT, iHI±MF 

(Method In Enz ymo logy, 7 3 , 
3 (19 8 1)) C<t0, /Vf 7*U H--7©^0— n> 

- B R - 3 MJBOR^B(ie(T«!> J: 5 tc UTPS Ufc. 

5XFCS»RPMI-1 64 0«*-PSK- 
BR-3I§^m MofcSK-BR-3iffl)ia*U 
>ltiffi (PH7. 3) [1 0mMU>KK!Xl 5m 
M N a C 1 ] 7?ife#U 4"CT4 0 0 X g T*m<b#B 
U Hft«:||JBfttt9UMfK (PH7. 4) [2 0mM 
1, 4-tf^7^>^X^>«ftK-NaOH, ImM 
MgCl2&yt5mM KC 1] «fT^—fb (2 OX 
hn-20 bfc. «8l^©* ; t^-h{iSl04'CT71 5 
0 0XgT5^RBiM>^flU »B©^l/yhSX^U 
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[0 0 4 7] ±|BT?PIKLfcSK-BR-3tti!a«)aS 

(ixi o« m> &5 0w i Hjx&arft (ph 

7. 5) [2 OmMMJXtgSRtfS OOmM NaC 
1. TTBSJ £V>5] fcjg#U 9 6«7x;WVf 
?n:7>-h©&>7x;Hd§£, 4*CT8NfK-f>^ 
^-hf 3 On- h (feg) Lfc. #^T±iB 
S^xJl'SrO. 0 5%y*—>2 0£-g*rTBST3leI 

2 0 "C^f 1 TBStlCSOO/il/^xMO. 
1% (W/v) BSA (3— >©77?V3>V :fgl 
*6l5£tt$» T-f >+a.^-M/fc. $V>T, 0. 0 5* 
y^->2 0££tJTBST?3ls]ift#U A-f 7*'J H- 
V±»50tf l/mlfoS^Cx^tinAfc. 2 0*C 

•vimrmm&> *x.jv&k»u sooofsi^&u 

£5 0/t 1 ®7M U 7 * X 7 r i'-tf l: A y ^'J >f 
HtfcSD fc&^xJHCill^Jfc. 7*l'-h£2 0'CTlB 

[0 0 4 8] ^fflt, 5mg0p--hD7i-;l' l J> 
& (Wt- 7«> F4fc») S#tf»^-SM«©5 0 n 
l/>7xJH£;6a*., 8&EJfc£0. 5M NaOH©5 
On l/>7x;USiin^5Jli:fcJ;Df?±S*fc. 
&'fA/U-^-NJ 2 00 0 W y*-*y HtfcSS) 

[0 0 4 9] #<LT, 7 7 4>7x;kk!9, EJ&ft&tt 

£#T5*/?n-:^0i&£g£-rsA-r :/u 
1 7t*£#&„ cns^m-nen tgfd-oa-p i 

85-lJ ~ TGFD-OA-P185-17J £$t£ 

tlfcc-er bB- 2fifiM&£ftgBfcl$Stt*«te 

[0 0 5 0] BPS, *-fSK-BR-38BJia©«g&ig# 
St^SJSS: 3 2 PTg^Lfc. ^g&te, #*#£© 
7j8; [Kasuga, G. , et a 1 . , Metho 
d s En z ymo 1. , 1 0 9, 6 09-621 (19 
8 5)] ICft-pT, *fSK-BR-3fflaS©lX10 
'i/10 0 mmM©m^jfflfla£ U 
V>fl-m®m (pH7.~4) [1 1 9mM NaC 

1. 5mM KC1, 1. 3mM CaCh . 1. 2 
mM MgS0 4 , 2 5mM NaHCOs, 5 OmM 
He pes (N-2-fcHD+->x^;i/tf^5^>- 
N' -2-X*>X;V*>&, ->^V>r5#Jl4fc§S) K, 
t/0. 1% (w/v) BSA] -hlH 
ft^ffiifflaa* 3 2 P i (18. 5MBq/ml,Ca- 
-f >^7>H • £fflV>T, 3 7"CT?2^r 



8) ^¥7-5 9 58 8 

14 

ra, ±fBti^i;&8ir«2ini*Tts§SLfc. amass o 

mM Hepe s [1 OmMfcTD'J^ 

H^HJSA (fn%ffi£tt90 , 10 0mM7yftth 
USA (WJWfc^ttSS) . 4mM EDTA, 2mM 
PMSF (7i^MfMJl'*z;k7W7'f H, -> 
;7"?$-$#;i4fc§D , 1%HJ h>X-l 0 0Rtf4 0 
0MM^hA*^-^>K^-hU^A] (pH7. 4) T 
4 *CfcT 1 ^Knl^ft:3-a:fc. 1 2 0 0 0 X g 

ti o^p^c^fBiUTi^su #&nfcag8a^^«j 

i0 ©2 0 0/K 1 Jc-e r bB- 2®eT^fc#MWt 

[oo5i]@ %&tmtnmm 

±i2@T#fcfcgiagC2 0 0 u 1 jrU-=>^ 
T#$n&IStt:7n->l Otf l££ig£U 4TCT3 
SZNH >*a^-Mfc. Sic. ^nic^nx-f >Air 

7 7 (7r^->7ttS) 2 0 /i 1 £iOx.» 4 

*C, 3 Rtffl-f h bfc. 1 2 0 0 0 

xgtlO«i4BU ^©it»&£ffi#fflfg»i8c 

2) (pH7. 4) [50mM Hepes. 1 OmMtfD 
U>K^-h'J!7A. 10 0mM7 5/fttMJ'JA. 4m 
M EDTA, 2mM PMSF, 0. 0 5%h'Jh> 
x - l 0 0 Rtf 4 0 0 it M*)V hrKirp>mi- h U C 
A] JCT3[§Jife#bfc. &<£>&■©&. 5 0 u 

1 ©7$X-;P©!g«i£K:!B$S3l*. 1 1 0*C-C5#ra 
-f>+a^-Mt. UT±i2ffi$&£ l- A 'J 
[Laemml i, U. K. , Nature, 2 2 7, 
680-685 (1 97 0)] iZft-o T, 7. 5%#U 
7?U)P7S HWl'&ffl^fcSDS-PAGElC.kO^ 

30 *flxfc. ft, ±ESDS-PAGEIC^b^SDStt 

> (^^*2 0 0 0 0 0) . 

^ftl 1 6 2 5 0), *X*U7~tr t»T*9 
7 4 0 0), BSA 620 0) Rt«P7;^ 

3> (4^24 2 6 9 9) "P, ^TA'-f ^ • 5y HttS 

© ^Sitl^U&A^^U H~V©^D-->^tfit#: 

f&SEtt^bfcA'f^'U H-v©^o-->^H, 9 6*7 

2X1 0 6 <S/*7x^t^ t fc5{CjPAfc. 

[0 0 5 2] ±IBS^©i(S*, 3m&htc#vmz%. 
\Z%mV> 3 5 0« 1 ©««S3c^Je>TSK«ISitfc. 
1 7©A^f H-V©tf55>f.±|abfci5»CUT:#S 
nfcA'f^'J H-TttGFD-OA-p 1 8 5-l£tft 
=Sbfcfe©T*-pfc. 

[0 0 5 3] KA'f F--7©fitglJ*©»9fTfto 
50 fc. EP%, 5 0% (w/v) gafQWlK&y^-l? A© 
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(9) 

15 

8sJnt::«fcDitK$-8\ 14 0mM>J>g£ff% (pH 
8. 0) *fcff}g#3tt, SM«)-gIJ77>frf 

4 0mMU>S±h'J'>A««fffi (pH8. 0) «f>T?¥ 

10 0mM^X>8tF'JfA (pH3. 0) TSStffi 

U -2 0TCTf«*l/fc. 

[0054] ±eT#&n&#f2W#i^£/w:f<j H 

-YGFD-OA-pl8 5-llt Xfgirfl5i£&£«5 10 
TGFD-OA-p 1 8 5- 1J 

1 2 206^ (FERM P-122G6) J T2&5. 
[0 0 5 5] © ^/^D-^tt*W&«±tS©S® 

±B/W H-YGFD-OA-p 1 8 5-1 
RPMI-1 6 4 0MI:T. 5%C0 3 ^#TT, 3 
7 ttt 9 6 ^fHetl. 3 0 0 0 r pm, 1 

[0 0 5 6] © &®8m<r>w& 20 

iEO-e^^n^W h'-TGFD-OA-p 1 8 
5-1O1X10* ^»7UX^> <7JH«Uy 
^ttS?) £»SUTiJ^fcBa 1 b/cJRvtfXfcHUi 

[0 0 5 7] KIIS**CDtt#£, lftfl:*i?Si*y h (MO 
PS kit;, /U * • =>v HttSS) £ffl^T*SSL 
T, StSJtftGFD-OA-p 1 8 5- 1 

[0 0 5 8] BIT. ±ffiT&&nfc*fg93ia#©t$f4£ 

[0 0 5 9] 
SUS092] 
® £i#©1}-:/^X 

[0 060]® ffiff:££i"W 

£i£0!l 1 ©®T#£lgg±ifi«&i>#JiU ±flt£ 1 0 
SSFCS8sJnRPMI -1 640««SCT, 37tTF, 
5%C0 2 «5MTI:i OHW'f >H hOfcTiglgL 40 
it. 

[006 1]® SWteWjtt 

US tfc c - e r b B - 2 3t£Tg<8>W&g6© 5 0 n 
g/^x^fc^a-h- (4*C, 2 4«fK) b^9 6>> 
x^tfUX^l^V^D^-hfc, 1%BSA© 
0. 0 1MU>K*Sg»JS (PH7. 2) -C. 4"CTfc 

2 4PfH8, ^Dy^Lfc. *-©&. 
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®) SffllriT. c-erbB-2HgfI«3liaiefc 

i££Lfcta#£$ij£Ufc. JSii±»©8x i o 4 f&f&si 

[0062] 

[##0U] SK-BR-388Ba«c©/— $>~?Oy b 

c-e rbB-2»£?«, EGFRjt£?i©ffiHOtt 
*<7$/&E5ra?J5 0X&XV)C£:»&. EGFRS 
ii«lc3MW-*fc hfflMM*T*«A- 4 3 1 ||IUftfc*t 
HfcbT, SK-BR-3M)55c-erbB-2ie 
^SS^"*****^***, IEfcI©c-e r bB-2mR 
NAg&©8B|gft, MMKHMSR H*-f>**n* 

[0 0 6 3] C«Dttgk£*3l>Tli. t h±ft!KifflBa<*A 
-431 (ATCC CRL1 555, Fabrlca 
nt, R. N. , et a I. , Proc. Natl. 
Acad. Sc 1. , U. S. A. , 7 4, 5 6 5-5 

6 9 (1 9 7 7) *J8H&. 

[0 064] SK-BR-3ifflKtA-4 3 l«HKl«. 

«. XX+^O^ffi [S u z u k i, M. , e t a 
1. , Jpn. J. CI in. Oncol. , 1 7 , 1 
57-163 (198 7)] KftoTgUSLfc. 
[0 06 5] gcCBaiS* : 1 ~E5U## : 5 CvLfc 

£fi£8B (7^7-f h* ♦ AM^v-XT-AXaS) 

T, 4ffl©&a©/3-S'7yX3^*X*7S^ h& 

^?l/tfH&HPLC7«aLT, BW^P-^t 
Life. 

[0066] : 1 fc^WJ ? H7 

1, 7n -7 2Rtf7 r D-y3tt, c-erbB-2® 
fcf-Wfa<»MW\-YM> (2-2 1, 34-5 2t2 
5 4-2 7 3) ©EfllSn-Ff -SmRNAS^rr 
*; 7n-^4tt, sawKaiSH^-f > (6 54-6 

7 5) ©E?!I£3-F-f-&mRNA£&§rf-5. i&7 

n-^5tt» ge©aaBa®H^^> (1055-107 
4) ©e*J£a- H-r^mRNA^ssii-rs. 

[0 0 6 7] kM-7^f>mRNA©Mtt- 
yt>V>-)3m [Honda, S. , e t al.,Jp 
n. J. Cancer Res., 7 9 . 6 6 7-6 8 
1 (1 9 8 8)] fcftoTfT&ofc. *fc, *H*?~ 
*-tbT^ffSS*^©U#V-ARNA (28Stl 
8S, yTJWi'JWm 

[0 0 6 8] SK-BR-3«tC*^T, Iffllfifl-K* 
-YXC— gcT-Sc - e rbB-2mRNAOiatA'f 
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5. 0kbp£2. 0kbpCD^-fX*feO2OO 



(10) 




©&&«k93lfrofc. Kffij§H^^>fc-Sc-r«c-e iyfi^l©a)<!:llfil©*S^^I!ie©fc«>OSK-B 

r bB-2mRNA©gSfcA-f ^'jy-YXf <5^n- R-3fiB®£, A-4 3 1IBt£, ^fflTiiSUfc 
3 5. 0kbp©$H*!M XT/OK #U ^ n-^jEft«:$^Ufc. EPS, 3 0E©B 

jWfcfflSttfc. A-4 3 ljffl&fciSHTfct, t9IE&#T? a 1 b / Y->X*5-30y;W-^:»(t, ETF©0J 

□*r7&ttJ8L&l$l2. 0-7*^>mRNAlCHBrr fcttF C S©»© 2 0 0 // 1 (n = 3) £. if)V—/2 
*/X>HjWfcffl*nfc. tn^-T, JffllS^H^'f >t-g 10 fc«2 0f&fc8tSU&RPMI - 1 6 4 0^«1©2 0 0 
f-Sc-e r bB-2mRNA©Sefc;Wyj^X 1 (n = 5) Sr. £01—73 CttjMf7 U-R PM 1 

■fZ-Ju-fomt* 7ti-~7lf?u-72tm®Le> -1 6 4 0J§Jft<Pfc£i;n£l 0 6 fi©SK-BR-3 

*Xfc. 7n-75©y-Xfci5ViT mm (n = 6) £, ^-74fcttSK-BR-3«Hlia 

te, m&nVt-l >\Z-%C?Zc-e r bB-2mRN t«fc-pTSSSSSnfc2 0fS»ffi«»©2 0 0 m 1 (n = 

AWgeiC/W^U^X-r-Sfe©^ 5. Okbp© l l) £, *fc^;V-75fcttA-4 3 HfflgaJCtOSS 

#?iMXst>c>-^©/s>F©*>mfflsn&. ±13 fi*nfc2o««i8J$*©2oou 1 (n=5) s, 

££±0, SK-BR-3ifflBatt, iW:c-erb n^nS-S-Lfc. 84 II §©&#«&©,}; 5 CbTfrfc 

B^mRNAgafc^SfSfc©^*^*^. ^fc. iO!/-:/ lfcttF C S©#© 2 0 0 u 1 

[0 0 6 9] Sr. ^-72ttt8 0f§»CjilgbfcRPMI-16 4 
B£&&0«3] &«ft#£J8^;fc&&£tl$a£gt i» O&ffi© 200/xl£, 9)V-~/Z ChJAfit? U-©R 

^^/^a-^-Jl/gt^W^^^^^tC-f^fcfeJr PMI -1 6 4 0igifc«Nc-g-£n510 s fi©SK-B 

c-erbB-2ie«EGFS6^ait5#'Ji'n R-31ffl)&£, 9)V-fA\Z\tSK-BK- 3JfflS&tC«t 

-^Mftfl^^y * a-^;wa:#:&fflVifcfeS«:»K^ oTiassnfc 8 ofgjg$i&Jgjft© 2oo/tis, 

s. KT©iiDfT^ofc. ;p-^5 tiiA-43 1 mmzjzomm.^nrc8 ofgs 

[0 0 7 0] iaft-fcLTtt, c - e r b B- 2Jl£Tg fiS&ifi© 2 0 0 // 1 £, ^n-^nS^-bfe. 3B©&, 
$KDC*Jgfi?# (C**gl 475/KEflI: 1 24 2- ^ifeMS c - e r b B - 2 Jlfif gitE 

1 2 5 5) &mm-?Z>yy ;3 ftfViru-i-)],1nft.tVr GFRfc;Tr£K#©l¥ft©ffi^£fT^3fc&©*fcgE»: 

pAb 1 (T4 8 8 1) (HJ h> • /\*-f:*-tHX>X &K£fcttLfc. *fcgfctl£K££fi^filtt, SIJS^l 

ttK) £, c-e r bB-2fi£?g#|ge©*:>— K ©@©:£ifct;:0eoT, ft»tt^bfcSK-BR-3iW 
K*-f > (75 /&SB?!I : 8 6 6 - 8 8 0) 3? JStA-4 3 1 jfflJfe5>6©lfflBa&#fRXttfaSLfcig* 

91^*0 ^P-^l/Jt&tUTAb- 1 (^->n^- *4TCT3«pW©K&1 0 ai 1 ©#U j'D— 

^-iKXCXltSi) £, Jfcc-erbB-2ief ^y^O-^PJi^XttNMS GEftT^XMit : n o 

®fege©88i&fl-K*-r ^gprtST^X^y^n- rmal mouse serum) tW:-f>+a^ 

:h>V8i#ibTSV2-6 1 r (-^Wtt$» *> * -hL£&fc&*©&S£UT^tt®£fTfco;fc. 

n^nffifflufc. zommti gd ©u-^^xs^ [0073] ^atti^K>s©^*^i0&^2Eifc 

t'S'bCf*!), [Masuko, a^T. 

T. , e t a 1 . , Jpn. J. Cancer Re [0 0 7 4] 810+, AttSK-BR-3Ifi©»» 

s. , 10., 1 0-1 4 (1 9 8 9)] £<J:Dfl*J&3ft H«M»S©, BttA-4 3 llfflSa©^^^?.©. * 

&<&©-?&*. EGFR©«aB&^-h*^'f >©jt® n^nw&aEit&sabU u->a\t^)9u—)-)V 

[Green, M. R. , et al. , J . I 40 $i#Ab-l£, V->btt#U *D-:f;MK#:p Ab 

nvest. Dermatol. , 8_5, 239-24 IS, V— >c «^ y 2 n-:J-;HK#:S V 2 - 6 1 r 
5 (1 9 8 5) ] ZSm-rZtiiEGFRtEJZa—j-Jl . £, ^->dtt#3S9!*y *n-:f;l^#GFD-OA 

trMfrtLT, RPN5 13 (7T->^AttS) £f£fflb -pi 8 5- IS, l/->eliEGFRCtt5 ; E/ r i' 

fc. ^©gt(^«^a®a:L.TA-4 3 1 *fflfl§£ h U n-t;WRPN5 1 3S, *fcl/->fl!NMS 

>®au;tt>©Tfpj*snTfeD. igG 2 . ©#&s s, ^-n-^n^-r. moAiz&tfzm&v^ftft 

wr5t>©Tj&-5. ±iag-tn;fr{i^-fn'bra t a®a»ic «, sk-br-3««##!^£© s 2 p-cgin-fc 

fi£tjT«MLfc. c - e r b B - 2®e j FS«l©ftSitjSS*L., 0©B 

[0 0 7 1] ft&tmotztb<D8L&&m<Dftftc,£m$.%: IC^ttSMAQ^fi. A-4 3 1*HS&#»#)^£© 

^©arj^JfiUfc. IP^, 5yS091©@t^«©*feT 3 2 PTt^bfcEGFR»£^£<&©ffe&8:ilB£^ 
S K - B R - 3 IBfit A - 4 3 1 nB®MB4H!M6 , t , 0 50 "T. S0fc^lt^»^«»^MT-*-©^ ftSSt) 
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Tz (0©A©l/~ yf ~W->h#ID . gf>3&VV\*> 

f##tmi 8500 o©» : p»-y-'fXTa&D, 3 2 p 



[0 0 7 61 EP5. SK-BR-3ifflfl&© s 2 F%M<D T^^tlfc c - e r b B - 2 fifc^t LTliSSn 

^tfU^n-^ffifttc-e r bB-2m&^Mm<0 2u-+)VftW.^fifflmZtltz. (0©A©W->a 

saiSA-H*^ >*mftttJ9n-ir)vmw%as*% #10 . sK-BR-3«5gair«fct>TSi®snfci8ig^ 

$©^/^D-±;i#i#GFD--OA-p 1 8 5-ltt ^SKfCj; OMSnfc (^-^4) ll|E©V«>^ < i; 

tfclrfl^Sl 8 5 0 0 0£tOc -e r bB-2jt£ D#Sft;/cgiJfofStt. c - e r hB-2^Brf-Mmth 

: ?mt®n!V>&tt.Lfrm&*fb&izmLrc (0©a©u -cmfevtzv >mtt.s&*<ft&m~%&ttMLfc (h© 

->a~U— >d#JS) . b*U EGFR©*fflJ@fl.)< JO A©l^-> i ~l^->k#Sg) . »J>8Ms3*i;fc 

^-f >S^-r-5fiiEGFRin:#:tt, NMSt4<BU A- 4 3 HfflflS© 3 2 P&&©fg£T!«, A-431I 

<fc5ic^©se*^tt«s-&^ofc (0©a©p— mz£^Tm®Lrzmffi%mcv%.&-znrz'?vx 

>e~W->f#JD . A-4 3 lfflfiS© 3 2 P )V~^5) *>£#5nfdRjfil«a>&©<b©tt, #^ftl 

WtOlSSTtt. c-erbB- 2fifc?£4&fc— SI" 7 0 0 0 0 ft»^> H£&«>5Si#:£3g5i;*'tf& (0 

«U>K^/N*>H«v c-e r bB-2»e^«)K^ ©B©1/— > 1 ~V~>n#BB) . £©A*>FKtEGF 

T5Si#:T«^tilSn^ofc (0©B©W->a~U R£&i£TSffiEGFR^ /?D-^;Vta#£Kfcb;fc 

->d#R8) . bfrb. 1 7 0 0 0 0©^SSjtt?'J U>^fcEGFRt|^i;&g«rS»&nfc (0©B©k 

>KftlfcEGFRIi fiiEGFRfii#:K«tO^«t« ->b#jS) . Z.O>f)}/-7& D# 5 tlfcjfilffi 

b& (B©B©U-->e##) . «. #^ft2 0 0 0 0 *»r>/t> K£t>fc£it«3it: 
[0 0 7 7] g!20+, AttSK-BR-3*8ia©## 20 tc. Z0/1> H©#IS«*fct>A^oTH&Vi. £fc. S 

g«3frS©» B«A-4 3 \MM<DftmWMfrt>V>> * K-BR-3«l^tSK-BR-3fc<tDISS$n&S 

n^ft©ft&ftl$£*bb, P->att ; E/^a-^ &fcSSirc&£b£2o©#U?a-^;i4a#©l 7 0 

$i«:SV2-6 1r^ W->bra*y#D-^;i4ri# 0 0 0©#*tf-fX*» , 3/t>F*fflfcJ:Dc-erb 

RPN5134. l/->cllNMSS, l/->dliFC B- 2it£^atEGFRfi£7£-gfcfc#T£#§&£*& 

sfc^oTftftsn&ttJMfte, w->e««assn& oitjwg&snfc (B©B©i^->f 

RPMI-l 64 0J£&lC±oT&&c?nfc$iiilft£« M) . 

U->f -^-^htt-en-ettSK-BR-SfflflSKJ: [00 8 1] ®mimm®k%m0& > O&&%$Lt&®. 

nsK-BR-3«B8afc,toTi9ii$nfe2 offifS«e« (3>-i»HBa^^© 3 2 p^is 

^ir^O^SnfcftjflljSS, l/-> l~l^->ntt 30 MA(D«M<DMBlCSK-BR-3«lfl2:A-4 3 111 

*tl*tlA-4 3 lMjB£J:?TIIStenfc2 0ffiMe l&fclxi 0 s i@/3 5mmM©®SK:8£, >J>K7 

^SM('i;0^$nfcfeiJfil«&«fc>'r. U-©RPMI-1640 JgJST 3 ifcim 3 

[0 0 7 8] 0©AIC*^-5HfeDH^BlttSK 7*CT?12, 2 4Rtf4 8l$ffl©IW> 5XFCS£^tr 

-BR-3*Bia#»8ia>e>0 s 2 PT&&b£c--er 1 m 1 ©U >K^^y355c^-^;P©t&«6 (pH 

bB-2&fc^£&©ftg£ttjB£*U 0©BC*Jt-5 7. 4) (B*S^lttfi) tlCfc^T 3 2 Pi (18. 

AAD^»A-43 lffBaMfefr&O)* 2 PTtSU 5 MB q /ml) T-f >*3r<— h Lfc. «Wltt4t:*C 

bfcEGFR»^g&©fc&etJ8£^-r. ifcSc^ti -^w©ra, i^ma><3)Tf&£3hfcftffiMHEa>i 

^ST-^-c^H^as^fc-r. mi^Ri^bfc. mmm ami) *s 

[0079] @L0<fcD#©;i£>W5. aa^»i«t^^«t>©^fl;'fe& 1 2 oooxg-cio 

[0 0 8 0] W*>. SK-BR-3*fflB&© 3 2 P&B8© 47 #&mW*-8tbTl$£bfc. ^bTtfflJ8igi$?i&&tfi§S 

NMS, FCSC^UcY^^^fe. i£©2 0 0 u 1 &%&im<Dfz.ib\zmitifttLrz. 

tifcajfa«. rpmi-164 o*»*c.ft«s*ifciftjii [0082] @- 2a8«a^«?^t«^+geic^-rs 

if. ro;a-4 3 iTOfc<toTi@ssnfcs«eig«?at c 3 5 s] ^x^>mm 

\z&vft&2ftjzmikffi}t: Mi%mmib*>tiizfrr> mm<DmwwfflBizsK-BR-3mm£A-4 3 m 

it (l3©A©V->c, d. eRi;i~n#B . * IB&3X10 8 m/ 6 0 mmH©&gl;:l§£. Sffl&fcv' 

fc. EGFR»C^'r-£) ; Ey^a-^Ji;#:'feR^(rgtt Xf'f>tFCSm&Wf^>7'J-ORPM 

(0©A©^->b#M) . SK-BR 1 -1 6 4 0«ttT3B%»ft. H^aTP^l^f >* 

-3ffflB& (£OU-:/3) £&-£bfc6E©V>}X^e># a.^—>3>-r^^a:fc±D^tfc. ^-bT-€-ne^3 

^nfc*ilJl««. 3 2 P-T?gg£bfcSK-BR-3»a 7-W2 0Rff4»«|| (SK-BR-3iffl^) ©P& 
©M»^*^©^<© , J>Kft:Se^^tt!R^ii: 50 Xtt 1 8 fcSRfl (A - 4 3 1 MM) ©P& 1. 5ml©l 
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%¥CSWM~s7.7-J >7'J-RPM1- 16 4 OlgM 
ty\Z L 3 6 S] yXf-f > (3. 7MBq/m I : "a. 

ufc. KMitggiLfcajiiatt, 4fc-psni©pij, ±ia 
3-®tmm<D®mwffim<Di. smnnsraHisLfc. 

(1. 5ml) MB|gfiHlc£tHt 

&+©*&&#>£ 1 2 o o o x g T? i o^ras^mu 

T&£b&. *LTiffl)ia®#&Ktfi§«&©7 0 0 m 1 
[0 0 8 3] <3>- 3&«ia#t©fcget|!$ElS 

±s®- 1 Rr;©- 2 Tffr£U£feitttg& bfc s k - 
BR-3mmtA-4 3 lm^eoiRjBttAFtt&ttit 

[0 0 8 4] -?■©*££, 3 2 PTMtL-feSK-BR- 
38BJi&iA-4 3 lMAOinBflMWSttfflL^ISX. 

3 1 PrmUkVfcc-e r bB-2Jfg?g«!i (SU 
0) (b^HMC, GFD-OA-pl 85-U 3 2 PT 
^UfcEGFR J ?>ttEGFRSi#t^:<I^U<, MM 

-5ft c - e r b B - 2 ®£Tg4&ta#fcJ: -a T 

-BR-3fflsatA-4 3 imm\z&-iTmmztiTc% 

mm*. 4 o©jR c-erbB-2 m&=?m®lft&t 1 
^©fiiE G F Rtn#^ft&tt.m?Z>ft&83rt> Ft±lS» 

[0 0 8 5) #K [ 3 5 S] ->X5H" >8BKls£MB« 
&tl£ig«&<h©&tt©jK#£©&;ffiE«©*S*£. £ 
3 Hic^To 

[0 0 8 6] m 3 0*, AliSK-BR-3jtJJS©lfflJ& 
#8P«W>S©, &fcB»SK-BR-3IM&C!>Jft*tt#> 
6©, *n^n©&gEitP?£g:bU l/->aftNMS 
l^->btt#'Ji'D-tWAb-l* > v-y 
ctt*u^a-^-;ust#pAb i*, i/~>d«*/* 

P-tM*SV2-6 1r«, l"—>e 
i'n-t^GFD-OA-pl 85-1S. 
n^f. @©Afc:*5tt-5!tifci9H£|t$«, SK- 

BR-3ua»»eo [ 3 5 s] ->xf^ >t?^isi 

Ufcc-erbB-2 8^&«K9^1tiR&i%U El 

<DBK::fcttSa&#H£lRl«. S K — B R — 3 8Mi&©iBII 

e©H»bfcga©fcffift®&*-r. 
[oo8 7] S0<to» [ 3 5 sj ->x^-oeii$n 

T^^SK-BR-3«J8SlCi5^T, 40©M^ ; 5*tc 

- e r b b - 2m.^-mmmmmmam^o^m. 

1 8 5 0 0 0C5A'>HS^fLfc (S©A©l/->b~ 

A>H*tNMSlC«fc^iT^ai$nfc (0©A©l'->a 
#M) . NMStt [ s s S3 vX5M">T«i&bfcc- 
e r bB-2ffle^-S^*-5^t^LT^5/t>H 
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£H5£Lft*>ofc. [ 3 5 S] ^H^iiSK-B 
R-3^fcit>TiaSbfc^il8g*K^Lfct#, * 
^— K K;*-f X ^^^^^JV^^^^-r -5 c - 
e r b B - 2 iae^tofcaffS 2 ^©tf'J ? u~±)V 
tn.mt, NMS (0©B©l/->a) tJfctfcUfct^, 

©B©W->btk->c#ro . t*>l,fca*S>ifflll§ft 
S^-T -5 St c - e r b B - 2 / * D-^- 

JMRttS V 2 - 6 1 r t*^©*/ 9 U-i-)V^G 
10 FD-OA-p 1 8 5- l\t. fc«fc-€-l 1 0 0 0 0©# 

^»st>^#sws:n>Hi£^i$a:iiS3-a-fe (0©b© 

l/->dtU->e#D . :©U*Bc-erbB- 

2 mte?m®Mm&&%w sk-br-3 marc ±o t 

[0 0 8 8] ®-4#aJi#:tSK-BR-3iBiSatA 
-4 3 l8B)fi»c«koT^SUfc««S5t© [ 3 5 S] 

nr^-wase^ftTT©^ 

A- 4 3 lffljaiC^oTS^UfcEGFRWaget^ 
a? ©5H^£ifc&-rSfc&C, [ s 5 S] vXf^^Tgl 
Lfc SK-BR-3 tA-4 3 1 5 %#D 7? U 

Hy;U^ffl^fcSDS-PAGEJ;?)»«fbfc. 
[0 0 8 9] ^©8§*£, Sg4 0fc^T. 
[0 0 9 0] ^40*, AttS K- BR — 3iHMi&;£, £ 
fcBttA-4 3 liffl^JC<tc»TiSMbfc«^1'© [ 

3 5 si yxf-f >siijEfifiEg? ns^-wiBe* 

T©ft&£tf$©ii8*£^-f. l/->AOatiNM 
S £«fflB&#/S?fe©aS£> l/->AOB|»^0c- 
50 e r bB-2jt^^tf ; t/^o-^jK#:GFD-0 
A - p 1 8 5 - 1 tmm#B®<DR&&, U->A<Dc 
ttNMS t^«ffi©Kj5S. V-^AOdtt*^^/ 
^D-^Mft&G FD-OA-p 18 5-1 t^H^E© 
Kfc£> -€-n-?n^-r. £fcW->B©alitn;EGFR 

*y^a-^;pjt«cta5ie^««j©K«s, u->b<d 

bBREGF R^Ey ^ D-^Sif*:t©««JK©RJ«:& 

•en^en^-r. Htc0©Ajci3tt5Hfeo=ftSi(±c - 

e r b B - 2 efeS=ft Wtt c - e r b 

B-2»e^m&w»saR£^u si©Bfc*itsm 

4(7 fetJ^WttEGFRS:. rad&^BJttEGFRHag 

[0 0 9 1] ±E0iO« [ 3 5 S] vXx-Ottt) 
CSK-BR-3ifflfla©mra«*TGFD-OA-p 
18 5-1 T^S«tiS-r^A> J; D ^ U 
ofc (0©A©1— >d#i$) . 5%5jtU7^'J;P75 
HWl'SDS-PAGEICioT, ^«t©^S«^:A 
>H5H=*©**3**1 1 0 0 0 Ofe^tttff^nfc. 

d©»Tfi*5 noooo ©se* p i 

50 lOt^Uc. 
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[0 0 9 2] mMftMfOc-e r bB-21fifOA 

p 1 1 oo—DOiz^fihoifim^nTm^m 

*fc#»£nTV>££WT?£5. £££©*£*«:, c 
- e r b B - 2&e^8$r©«ffl®fl- H^-Y >£^?-£ 
gijoft c-erbB-2 ite^-g^ 7 * n—fjVVifc 
T?*5SV2-61 T^fflfct*t>R«^ife**^6 
nfc. *fc> £?fttf4 2 0 0 0 £fc^A'> F**§8#£> 
n (0©A©W->d#J&) , ^-nttNMSlrioTfc 
^msnfc (£3 0©A£B©W-->a#j!g) . #8$ 10 
±!2A>F©f8Slfttt> mW^^a^- 

>T±#u&Wi£tK ;:©M>Ftt##W$A*> 
FiJlftl/fc. A- 4 3 ianaacj;.5KK^*-ctt. # 

fI1 1 5 0 0 0©+MXi£8oEGFRWjigaRtf 
*fctH3ft£ (0©BOP->b#Rg) . 
[0 0 9 3] 

mmm 4] c-erbB-2 jte^ mm*?mt sjk 

ifflBa^Cjtfr^GFD-OA-p l 8 5-lOM 
SK-BR-3S8BS**£, A-549jffl]S&#c, PC-9 
ifflBa^RrXL u - 6 5 JfflB&flcSJB V»T. #12?^ / 2 n a? 
-tWGFD-OA-pl 8 5- lOSHJSa&ggtt 
©#&£&!* Lfc. 

[0 0 9 4] ±IBA-5 4 9iffl8att (k blf>ffiMJi&tt : 
ATCC CCL185, [Giard, D. J. , e 

t a 1. , J. Nat. Cancer Inst., 

5 1 , 1417-1423 (1973)]) tPC-9 

amiafc (t vmmmmft : [Kinjo, m. , ok 

a, K. , e t al. , Br. J. Cancer, 3^ 
JL, 15-23 (197 9)]) li, c-erbB-2 
&&r?&%mLT&r) t JfcLu-6 5Mm& (k 30 
JgfflB&flc: [Yam ad a, T. , e t a 1. , J p 
n. J. Cancer, Res. , 7 6 , 9 6 7-9 9 

6 (1 9 8 5)] tt, Hjte?©»««D&W££>Wfl& 

[0 0 9 5] ±|B4«H©i&IJ!aifc£5XFCS£^trR 
PM I - 1 6 4 0JgJft+©2 4^7x;PyW—htt'fcSI^ 
fc. SK-BR-3HBS£Lu-6 5i!fflfl&Ki4. 5X1 
0 4 <H/^x;P©SSt, *&A-5 4 9ifflEi:PC- 

9 wast* i x i o 5 m/?x)w®&\z?3:z>&om&tf 

RftGFD-OA-pl 85-1CD1 0 0tfg$MI 
1*51 0 0tfgie/ml t^,k3m. 24, 4 
8 S.tf 7 2 B$RS]©fHH >^rau^— h Lfc. Mf-f73 

flUflU&MHfc ^W«/?n-:^ft#:©AoT^ 

4. 4 8Xtf7 2B$raa)W^>^:x^-hLfc. ^il-? 
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[0 0 9 6] ^©^S^SHt^-r. KS*. 

(1) KM3S9J©^/*n-^;VftftGFD-OA-p 

185-1 <D&m$mi&mz*t?z>mi&8.&* mm 

(2) tt3>hn-;v©fflfi&^gt)-r. s/t, wmt 

[0 0 9 7] ^^©^ey^a-^HfiftG 
FD-OA-p 1 8 5- ltt. c-erbB-aie? 
£«J fc^EST -5 S K - B R - 3 MM t A- 5 4 9 IfflJ®© 
-f > £ r- U^omm^MlZtHmVfz. c-er 
b B - 2 &&?m®>£m U < -5 P c - 9 8Bia©j£ 

nfctf***?tttt#>?fc. VfrVteWZ. c-erbB 
- 2 fcte^ g&£5£Sibfc^L u - 6 5ifflBa©ffcBtt# 

[0 0 9 8] ±fBfg*<fcg. c-erbB-2ie?l 

f^GFD-OA-pl 8 5-1(1 -f>eHnt*tt5 

SiMJS«©liraicWLTM!l$*£^U m&®m\zn 

ftftlJSM^OKitfc&lSait UT«-fflT*^ d t ifi 
[0 0 9 9] 

*5Ei©t/i'D-tJl'MGFD-OA-p 18 5- 
1 ©-f > t h D#Se©Sft©fc»t, ^ffiSl*^ 5# 

[oioo] gun&t «ttt) A>S>#fd»gffii® 
Si 0%*;i/V»J>T@feU&^, B3gfii^©5^n> 

tfc. ABc^g^j^*->^-ifjfett. 

ffltfc. M^tiE^i»il©1r>^Hi*^«W©*/^D 
-^JfCfrGFD-OA-p 1 8 5- 1©2 0 u g36 

/mi-vmmvtt. #&*««#tt£tt i ey*n 

-:r-;i4ri#©ttfc> 0 \z#ft&skm<DD->7)HD&mz J; 

[01013 *■©*§*£, 3Lm&%<D&mtmt*%w 

©ft c-erbB-2 fifc^g^./ * n-^tt#G 
FD-OA-p 1 8 5 - 1 tO^R^Vfz^th 

[0 10 2] K0<tD, ILBMRBIKt+RWO*^^ 

□-^-JWfit#©«8^tttt^tt^fi<!:bT«t^nfc. 
[0 10 3] JEffiUKttftS'W*^ 
y— tfK^IC^ViT*^^©^/ V U— j-^gt^G F D 
-OA-p 1 8 5- ltCfg-g-Lftfr-ofco 5tC, 

^5. 
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[0 10 4] E?J#*t: 1 
E#J©SS : 6 0 

mmom mm 
&©& : 

mmowmimomm. ^dna 

mSL&%TH^ : domain 

mE&m : 1 - 6 0 

tmm%.vtc%& •. e 

E5U: 

CGCGGCTCCG GGGGGCAAGA GGG 
CGAGGAG GAGCCCCCAG CGGCAC 
AAGG CCGCCAGCTC 60 
[0 10 5] E9tf#9: 2 

E?tJ©fi$ : 5 7 

«©& : -#m 

EM©1$1& : 

ft8£glTfB^: doma 1 n 
?£fE{£@ : 1 - 5 7 
*HS£fc£Lfc£& : E 
BH: 

GCCCTGGTAG AGGTGGCGGA GCA 
TGTCCAG GTGGGTCTCG GGACTG 
GC AG GGAGCCG 57 
[0 10 6] E?Wt : 3 
EM©^£ : 6 0 
EjajOS! : EM 
m<D& : -#® 

fm<omm mm. ^dna 
&m<D®& : 

««SS113^:domain 
#ft&g : 1 - 6 0 

: E 

ea^j : 

GGTGACCAGG GCTGGGCAGT GCA 
GCTCACA GATGCC ACTG TGGTTG 
AAGT GGAGGCAGGC 6 0 
[0 10 7] EWt: 4 
mm<D&2 : 6 6 

mm<DM : mt 

jg©& : 
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&M<DW& : m<D®M -dJ^DNA 
E?>l©!ft& : 

#&£^1"?E-^ : d oma 1 n 
#ftftit : 1 - 6 6 
KWlZfrfeLttlk : E 
EH: 

GATGAGGATC CCAAAGACCA CCC 
CCAAGAC CACGACCAGC AGAATG 
CCAA CCACCGCAGA 6 0 GATGAT 6 
10 6 

[0 10 8] BEJIIS^: 5 

mmo&z : 6 0 
E?l©a! : ®m. 

mofk : 

E*J©ttS : fi!!<Z>«il -oJ&DNA 
E5«Jco^m : 

doma i n 
1-6 0 
20 #f&£^bfc#8;: E 
E5d: 

TGGAGACCTG GGGGCCTCCT CTT 
CAGAGGG CTCCAGCCCT AGTGTC 
AGGT CCCCACCGCC 60 

[01] msen 3 0®\zm^n fit>nrc, #u 

ftb5SDS-PAGE©fJETfe5. 
[02] $Nffl| 3 ©©ic&Wrftfrnfc. #U^a-^- 

ftt)S S D S - P A G E ©^Tfe-5. 

[03] mt&tfl3<D®-3\zm*fTfct>nrz, -/xf-f 

g.fc<D8%:*™?®W\ZKt>Z> SDS-PAGE <D^M 

[04] nmw3<D<3>-4\z&^frizt>nr£. £*ta<fc 

tSK-BR- 3mmtA- 4 3 1 liiJftlC.fcoTfSSJl' 

40 DS-PAGEO?IET*5. 

[0 5] ^18094 ta^fr&^nfc, c-erbB-2 

[06] ni&ms[z&\,K mmmwiye hn#n 



-636— 



